1 R21 NR017705-01A1 3 NRCS DEVON, H patient outcomes since our results may suggest that acupuncture is efficacious as a complementary therapy for women and men with stable angina thus improving symptom management.
CRITIQUE 1
Significance: 1 Investigator(s): 2 Innovation: 2 Approach: 3 Environment: 1
Overall Impact: This is an R21 application submitted by multi-PIs Drs. Devon and Schlaeger to test the feasibility of acupuncture for management of stable angina. The researchers have been responsive to prior reviewers' feedback. Stable angina affects nine million Americans. Pain and symptom control is of clinical and scientific significance in this population. Acupuncture, a popular CAM approach, has some promising effects for managing angina in Chinese literature; however, its investigation in the US is extremely limited. Therefore, this application is innovative because it tests the feasibility of acupuncture as a complementary approach in addition to conventional medical treatment. Drs. Devon and Schlaeger are excellent nursing scientists who have assembled a multidisciplinary team of investigators with expertise in cardiology, nursing, acupuncture, statistics, and biomarker analyses. The study design has numerous strengths including randomized trial, attention control, and a careful retention plan. A few addressable limitations include: lack of specification of a primary outcome for the trial and no inclusion criteria for the severity of symptoms of stable criteria. UIC's academic and clinical environment is excellent for supporting the proposed application. Overall this application has excellent to outstanding impact.
Significance:
Strengths  Stable angina affects nearly nine million Americans.
 Acupuncture has some potential effects based on literature in Chinese population; however, very little research has been conducted in the US.
 If successful, this and future studies can improve pain management for Americans experience angina pain.
Weaknesses
 Lack of description of what acupuncture would be expected to improve as angina pain can be episodic and brought on by activities/exertion. Is the pain severity to be improved or episodes of angina to be reduced? There is no clear description from the proposed trial.
Investigator(s):
Strengths  This study would benefit from a multiple PI structure. Both Drs. Devon and Schlaeger are outstanding nursing scientists who bring complementary expertise.
 Dr. Devon has considerable expertise in cardiovascular health.
 Dr. Schlaeger has expertise in acupuncture and pain research.
 Dr. Steffen brings her statistical expertise to the trial.
 Dr. Shroff brings his medical expertise in cardiology. 
Innovation:
Strengths  This is the first study in the US to evaluate the feasibility of acupuncture for stable angina.
Weaknesses
 None. 
 A more specific accrual target (i.e. recruitment per month) will be helpful to plan for successful trial conduct.
Protections for Human Subjects:
Acceptable Risks and/or Adequate Protections  No concerns were identified.  No concerns were identified.
Resource Sharing Plans:

Acceptable
Authentication of Key Biological and/or Chemical Resources:
Acceptable
Budget and Period of Support:
Recommend as Requested
CRITIQUE 2
Significance: 2 Investigator(s): 2 Innovation: 2 Approach: 2 Environment: 2 Overall Impact: This proposal is to conduct a randomized clinical trial (RCT) of acupuncture vs control to reduce pain and symptoms in patients with stable angina. The main objective is to estimate effect sizes to inform the design of larger RCTs. The study is unique in that such studies have not been carried out in American populations and that data on inflammatory markers will be collected to address mechanisms of action. The trial is clearly described and is likely to have moderate to high impact.  A reduction in pain and associated symptoms has the potential to improve functional status and HRQoL.
 Acupuncture has potential analgesic and anti-inflammatory effects, which might make it a suitable treatment for angina.
Weaknesses  None noted.
Investigator(s):
Strengths  Statistical support will be provided by Alana Steffen, PhD, Assistant Professor (0.6 CM Years 1 & 2). Although not formally trained as a statistician, her CV demonstrates that she is qualified to provide this support.  Attention control group will eventually be offered acupuncture. This should reduce the dropout rate in the control group.
Weaknesses
 Methods, procedures, and outcome measures are well-described. Proposed statistical methods are appropriate.
 Applicant has satisfactorily responded to the previous (statistical) review by adding a second acupuncturist (for increased generalizability) and by reducing the retention rate criterion from 80% to 75%.
 Although there is no discussion of sex as a biological variable, investigators will be using sex as a stratification variable prior to randomization.
 To inform future RCTs that will employ intention-to-treat (ITT), it would be helpful to use the proposed study to estimate the proportion of acupuncture dropouts who return for completion of the McGill and SAQ-7.
Environment:
Strengths  Environment will adequately support the proposed research.  No concerns were identified.
Resource Sharing Plans:
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Authentication of Key Biological and/or Chemical Resources:
Not Applicable
Budget and Period of Support:
CRITIQUE 3
Significance: 2 Investigator(s): 1 Innovation: 1 Approach: 2 Environment: 1 Overall Impact: In this R21 application, the investigators will test the feasibility and preliminary efficacy of acupuncture in a sample of individuals with stable angina randomized to receive acupuncture or attention control health education. The overall level of impact is high as there are few methods to manage pain associated with angina that are underpinned by a biological mechanism, inflammation and blood flow. However, the specific relationships between blood flow and inflammation have yet to be determined. There are numerous score driving strengths including a strong scientific premise based on a lack of research specific to acupuncture as a complementary treatment for angina aimed at U.S. populations, specifically women who experience more microvascular angina. The team of complementary experts is highly qualified to conduct the study, there are several innovations such as inclusion of biomarkers and a theoretical acupuncture model, and approaches that are rigorous (multiple measures of pain, delivery of the intervention by two acupuncturists, having attention control group that will be offered the treatment after the study), and a very supportive environment. The investigators have been responsive to the prior critique. If the findings indicate feasibility of the study procedures and signals of efficacy, these data will provide evidence to support an adequately powered RCT. There is a high likelihood that the proposed research will have a sustained and powerful influence on the field of pain management, and cardiovascular clinical care specific to symptom science.
Significance:
Strengths  This group experiences frequent, high level pain that leads to substantial disability and poor quality of life.
 There is a strong scientific premise -there are low quality data on outcomes associated with symptom reduction in patients with angina, non-adherence to medications is common due to side effects, and there is a large body of knowledge that acupuncture has demonstrated physiologic analgesic effects.
 Preliminary research conducted by the team will be applied to this understudied population for which few effective therapies are available for symptom management.
 There is high potential to advance scientific understanding of acupuncture in a cardiac population which could be very translatable to other chronic cardiac conditions where there is high symptom burden including pain.
Weaknesses
 None noted.  The protocol will be tested in a sample of Americans with stable angina who have not been previously tested in the U.S.
 None noted.
Approach:
Strengths  Sex as a biological variable is addressed as there are differences in the pathophysiology of disease in women who have poorer outcomes compared to men. The sample will be stratified by biological sex providing a balanced distribution.
 The acupuncture treatment is well described and will be delivered by two acupuncturists.
 Feasibility measures are appropriate and include a validated measure of acceptability specific to acupuncture.
Weaknesses
 There is a lack of detail regarding fidelity monitoring of the treatment delivery during acupuncture sessions.  There is a large cadre of patients at the medical center will provide an adequate sample of underrepresented Blacks and Hispanics from which to recruit. 
Protections for Human Subjects:
Acceptable Risks and/or Adequate Protections  Minimal risk study with well described human subject's protections.
Data and Safety Monitoring Plan (Applicable for Clinical Trials Only):
Acceptable o Committee will be appointed and the process for reporting adverse events is outlined.
Inclusion of Women, Minorities and Children:
 Sex/Gender: Distribution justified scientifically  Race/Ethnicity: Distribution justified scientifically  For NIH-Defined Phase III trials, Plans for valid design and analysis: Not applicable  Inclusion/Exclusion of Children under 18: Excluding ages <18; justified scientifically  There is no rationale for why individuals 18 to 21 years of age will not be included in the study.
The investigators do note that in previous studies the age range was 29 -98 years. Minorities will comprise 55% of the sample.
Vertebrate Animals:
Not Applicable (No Vertebrate Animals)
Biohazards:
Not Applicable (No Biohazards)
Resubmission:
1 R21 NR017705-01A1 11 NRCS DEVON, H  The investigators have adequately addressed key concerns noted in the previous critique, specifically the use of two acupuncturists, clarification of the power analysis, and adding Dr. Schlaeger as a co-PI who has a large role in the study as an interventionist.
